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A/-(2,6-Dlchlooro-pyrtdin-4-yl)-/V-[3-chtoro-6-(1H-tetrazol-5-y!)-pIieny]] urea; M.p. 201-203^C; 
A/-(2,e-Dichloro-pyridin-4-yl}-/V-[4'^(A/\AfVdimethyl-1-carbonyl)-2"(1H-tetrazol-^ urea; M.p. 

1 63.8-1 

A/-(2,6-Djchloro-pyridin-4-yl)-A/-[4-bronnO"2-(imetrazol-6-y!)-phenyl] urea; M.p. 231-233*^0; 
S A/-[5^Chloro-2-(imetrazol-5-yl)-phenyl]-yV-(pyr!din-3-yl) urea; M.p. 214-220''C; 

A/-[4-Bromo-2-(imetrazol-5-yl)-phenyl]-/\r-(pyridiri-3-yl) urea; M.p, 193-194''C; 
A/-[2,4-Dibromo-6-(1 H-tetrazoi-5-yl)-phenyl]-Ar-(2,6-dichloro-pyridin"4'yi) urea; M.p. 202-203°C; 



10 Claims 

1. A chemical compound represented by genera! formula (I) 
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o 

20 

or a pharmaceutically acceptabi© salt thereof, wherein 

A represents a ring system selected from the group consisling of: 

25 pyridyl, thienyl, thiazolyl, indolyl, pyrazoly! and oxo-pyrro!idinyl; 

which nng system Is optionally substituted with one or more substituents independently selected from the group 
consisting of: 

30 halo, trifluoromethy!, nitro, all<yl, aikoxy, and phenyl; and 

represents -H; and 
D represents 



40 




wherein one of R^, R^, and R"^ is tetrazo^yl; 

and RS, RS and the remaining one or two of R^, R^ and R'^ Independently of each other represent: 

45 

o hydrogen, halOftrifluoromethyl, 
o -CH=CH-COORb, -CH2-CH2-COOR'^, 
o -CO-NRb-CH^-COOR"^; -CO-NR^Rc, 
o -CH=CH-CO-NRt'R^; -CHg-CH^-CO-NR^RS 
50 o plperldyicarbonyl, 

o -NH-CO-Rd or -NH-CO-NH-Rd; 

wherein Is phenyl optionally substituted with one or more substituents independently selected from haio or 
trifluoromethyl; or 

0 phenyl optionally substituted with 
55 -S02-NR'^R°^ ''CO-NR'^R'=, -CO-ls!Rt'-CH2-COOR°, or plperldyicarbonyl; wherein R^ and R'^ independently are 

hydrogen or all^yL 

2. The compound of claim 1 , wherein 
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A represents pyridyl; 

which pyridyl isoptior^aily substituted with one or more substituents independently selected from the group consisting 
of: 

halo, trifluoroniethyl, nitre, alkyi, and alkoxy; and 

represents -H; and 
D represents 



wherein 

represents tetrazoiyi; 
R^, R5, and R^ independently of each other represent: 

o hydrogen, halo, tr if luorom ethyl; or 
o phenyl substituted with 

-S02-NR^R''. -CO-NRt^R=, -CO-NR^^CH2-COOR^=, or piperidylcarbonyl; 
wherein R^ and R^ independently are hydrogen or alkyi. 

3. The compound of claim 1 , being 

A/"(2,6-Dichlaro pyridin-4-yl) A/'-[3-chloro-6-(1H-te1razoJ-5-yl)-phenylJ urea; 

A/-{2,6-Dichlaro-pyridin-4-yl)-A/"-H'-(A/'\A/'-dimethyl-1-carbonyl)-2-(1H-tetrazol-^ urea; 
A/-{2,6-Dichloro-pyridin-4-y!)-A/'"[4-bromo-2-(1f^-1etrazol-5-yl)-phenyJJ urea; 
A/-[5-Chloro-2-(1f/-tetrazo!-5-yl>-phenyl]-A/-(pyridln-3-yl) urea; 
W-[4-Bronno-2-(1 H-1etrazo!-5-yl)-phenyl]-A/-(pyrtdin-3-yl) urea; 
A/"[2,4-Dibromo-6"(1H-tetrazol-5-y!)-phenyl]-A/-(2,6-ciichloro-pyridin-4-yi) urea; 
or a pharmaceutically acceptable salt thereof, 

4. A pharmaceutical composition comprising a therapeutically effective amount of a compound according to any of 
claims 1 -3, or a pharmaceutically acceptable salt thereof, together with at least one pharmaceutically acceptable 
carrier, excipient or diluent. 

5. The use of a compound according to any one of claims 1 -3, or a pharmaceutically acceptable salt thereof, for the 
manuSacture of a pharmaceutical composition for the treatment, prevention or alleviation of a disease or a disorder 
or a condition of a mammal ^ including a human, which disease, disorder or condition is responsive to the blockade 
of chloride channels. 

6. The uae according to claim 5, wherein the disease, disorder or condition responsive to the blockade of chloride 
channels is a bone metabolic disease or an osteoclast related bone disease. 

7. The use according to claim 5, wherein the disease, disorder or condition responsive to the blockade of chloride 
channels is osteoporosis, postmenopausal osteoporosis, secondary osteoporosis, osteolytic breast cancer bone 
metastasis, osteolytic cancer invation, Paget's disease of bone. 

8. The use according to claim 6, wherein the disease, disorder or condition responsive to the blockade of chloride 
channels is a disease, disorder or condition responsive to the mast cell or basophil activity, or to inhibition of 



9. The use according to claim 5, wherein the disease, disorder or condition responsive to the blockade of chloride 
channels is allergic bronchopulmonary aspergtllosis (ABPA), allergic rhinitis, allergic skin disease, allergic skin 
reaction, drug induced allergic skin reaction, anaphylaxis, asthma, atherosclerosis, atopic dermatitis (AD), bronchial 




angiogenesis. 
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asthma, cancer, chronic obstructive pulmonary disease (COPD), Chrohn's disease, contact dermatitis, diiated car- 
dlomyopalhy, fatal asthma, graftrejection, hypersensitivity pneumonitisjschemicfiearth disease, puirnonary fibrosis, 
rheumatoid arthritis, systemic sclerosis, urticaria, uveoretinitis, cancer, metastatic cancer, prostate cancer, lung 
cancer, breast cancer, bladder cancer, renal cancer, colon cancer, gastric cancer, pancreatic cancer, ovarian cancer, 
melanoma, hepatoma, sarcoma, lymphoma, exudative macular degeneration, age-reiated mucular degeneration 
(AMD), retinopathy, diabetic retinopathy, proliferative diabetic retinopathy, ischemic retinopathy (e.g. retinal vain or 
artery occlusion), retinopathy of prematurity, neovascular glaucoma, corr^eal neovascularization, rheumatoid arthri- 
tis, psoriasis, sickle cell anaemia, brain oedema following Ischaemia or tumors, diarrhea, hypertension, diuretic 
hypertension, glaucoma, or ulcers. 



Patentanspriiche 

1 . Chemische Verbindung, die durch die allgemeine Formel (I) wiedergegeben wird 



Oder ein pharmazeutisch vertragliches Salz davon, wobei 

A ein Ringsystem bedeutet, das auagewahit ist aus der Gruppe bestehend aus; 

Pyridyl, Thienyl, Thiazolyl, Indolyl, Pyrazolyl und Oxo-pyrrolidinyt; 

wobei dieses Ringsystem gegebenenfalls mit einem oder mehreren Substiluenten substituiert ist, die unabhangig 
voneinander ausgewahit sind aus der Gruppe bestehend aus: 

Halogen, TriJIuormethyl, Nitro, AlkyI, Alkoxy und Phenyl; und 

-H bedeutet; und 

D 



bedeutet; 

vyobel eines von R^, R^ und R'* TetrazoiyI Ist; 

und R^, R^ und die Obrigen ein oder zwei von R^, R^ und R^ unabhangig voneinander bedeuten: 

o Wasserstoff, Halogen, Trifluormethyl, 

o ^CH-CH'COOR^, ^CH2'CH2-COORb, 

o -CO-NR'^-CH2-COOR^; -CO-NR^R^, 

o -CH-CH"CO-NRt'R=; -CHs-CHg-CO-NR^'R^, 

o Piperidylcarbonyl, 

o -NH-CO-Rd Oder -NH-CO-NH-R^; 

wobei R*^ Phenyl jst, das gegebenenfalls mit einem oder mehreren Substituenlen substituiert istj die unabhangig 
voneinander ausgewahit sind aus Halogen oder Trifluormethyl; oder 
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